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L19 ANSWER 1 OF 3 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 
DUPLICATE 1 

ACCESSION NUMBER: 2007:36889 BIOSIS Full-text 
DOCUMENT NUMBER: PREV200700029005 

TITLE: Protective effect of the 20-HETE inhibitor HET0016 on brain 

damage after temporary focal ischemia. 
AUTHOR (S) : Poloyac , Samuel M. [Reprint Author] ; Zhang, Yuqing; Bies, 

Robert R.; Kochanek, Patrick M. ; Graham, Steven H. 
CORPORATE SOURCE: Univ Pittsburgh, Sen Pharm, Dept Pharmaceut Sci, 808A Salk 

Hall, Pittsburgh, PA 15261 USA 

poloyac@pitt . edu 

SOURCE: Journal of Cerebral Blood Flow & Metabolism, (DEC 2006) 

Vol. 26, No. 12, pp. 1551-1561.. 

CODEN: JCBMDN . ISSN: 0271-678X. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

ENTRY DATE: Entered STN: 2 7 Dec 2006 

Last Updated on STN: 27 Dec 2006 

AB Cytochrome P450 metabolism of arachidonic acid produces the potent 

vasoconstrictive metabolite, 20 -hydroxyeicosatetraenoic acid (20-HETE) . Recent 
studies have implicated 20-HETE as a vasoconstrictive mediator in hemorrhagic 
stroke. The purpose of this study was to determine the effect of -the 20-HETE 
inhibitor, HET0016, on lesion volume and cerebral blood flow (CBF) after 
temporary middle cerebral artery occlusion (MCAO) in rats. Plasma 
pharmacokinetics and tissue concentrations of HET0016 were determined after a 
10 mg/kg intraperitoneal dose. Separate rats were treated with HET0016 or 
vehicle before 90 mins of MCAO. Lesion volume was assessed by 2,3,5- 
triphenyl- tetrazolium- chloride and cerebral flow was determined using laser 
Doppler flow. The effect of MCAO on in vitro microsomal formation of mono-' 
oxygenated arachidonic acid metabolites was also determined. Results show 
that HET0016 has a short biologic half-life, distributes into the brain, and 
is associated with a 79.6% reduction in 20-HETE concentration in the cortex. 
Lesion volume was greatly reduced in HET0016- treated (9.1%+/- 4.9%) versus 
vehicle-treated (57.4%+/- 9.8%; n=6; P < 0.001) rats. An attenuation of the 
observed decrease in CBF was observed in HET0016- treated (180 mins 89.2%+/- 
6.2%; 240 mins 88.1%+/- 5.7% of baseline flow) versus vehicle control (180 
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mins 57.6% + /- 09.0%; 240 mins 53.8%+/- 20*.0% of baseline flow; n=6; P < 0.05) 
Brain cortical microsomal formation rate of 20-HETE was also reduced at 24 dh 
in the ipsilateral hemisphere after MCAO. These data support a significant . 
role for 20-HETE in the pathogenesis of ischemic stroke. 
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A method for treating cerebral vascular diseases in a human or non-human 
animal is disclosed. The method involves inhibiting 20-HETE synthesizing 
enzyme activity sufficiently to increase or prevent a decrease in cerebral 
blood flow in the human or non-human animal. 
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L19 ANSWER 3 OF 3 CAPLUS COPYRIGHT 2 007 ACS on STN 
ACCESSION NUMBER: 2002:283486 CAPLUS Full-text 

DOCUMENT NUMBER: 137:31503 

TITLE: 20-HETE contributes to the acute fall in cerebral 

blood flow after subarachnoid 

hemorrhage in the rat 
AUTHOR(S): Kehl , Franz; Cambj - Sapunar , Liana; Maier, Kristopher 

G.; Miyata, Noriyuki; Kametani, Shunishi; Okamoto, 

Hirotsugu; Hudetz, Anthony G. ; Schulte, Marie L. ; 

Zagorac, Drazen; Harder, David R.; Roman, Richard J. 
CORPORATE SOURCE: Department of Physiology, Medical College of 

Wisconsin, Milwaukee, WI, 53226, USA 
SOURCE: ' American Journal of Physiology (2002), 282(4, Pt . 2), 

H1556-H1565 

CODEN: AJPHAP; ISSN: 0002-9513 
PUBLISHER: ' American Physiological Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB This study examined the effects of blocking the formation of 20- 

hydroxyeicosatetraenoic acid (20-HETE) on the acute fall in cerebral blood 
flow after subarachnoid hemorrhage (SAH) in the rat. In vehicle- treated rats, 
regional cerebral blood flow (rCBF) measured with laser-Doppler flowmetry fell 
by 30% 10 min after the injection of 0.3 mL of arterial blood into the 
cisterna magna, and it remained at this level for 2 h. Pretreatment with 
inhibitors of the formation of 20-HETE, 17 -octadecynoic acid (17-ODYA; 1.5 
nmol intrathecally) and N-hydroxy-N ' - (4-butyl-2-methylphenyl) f ormamidine 
(HET0016; 10 mg/kg iv) , reduced the initial fall in rCBF by 40%, and rCBF 
fully recovered 1 h after induction of SAH . The concentration of 20-HETE in 
the cerebrospinal fluid rose from 12 ± 2 to 199 ± 17 ng/mL after SAH in 
vehicle-treated rats. 20-HETE levels averaged only 15 ± 11 and 39 ± 13 ng/mL 
in rats pretreated with 17-ODYA or HET0016, resp. HET0016 selectively 
inhibited the formation of 20-HETE in rat renal microsomes with an IC50 of <15 
nM and human recombinant CYP4A11, CYP4F2, and CYP4F3 enzymes with an IC50 of 
42, 125, and 100 nM, resp. These results indicate that 20-HETE contributes to 
the acute fall in rCBF after SAH in rats. 
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RL: BSU (Biological study, unclassified) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 
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subarachnoid hemorrhage in the rat) 
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El 1 N-HYDROXY-N' - ( 2 - METHYLAMINOETHYL ) -2,3 -BUTANEDIIMINE/ CN 

E2 1 N-HYDROXY-N' - (3- (METHYLTHIO) PROPYL) -N- ( (TRANS- 2 - PHENYLCYCLOP 

ROPYL) METHYL) UREA/CN 
E3 0 --> N-HYDROXY-N' - ( 4 -BUTYL- 2 -METHYLPHENYL) - FORMAMIDINE/CN 

E4 1 N-HYDROXY-N' - ( 4 -METHOXYPHENYL) BENZAMIDINE/CN 

E5 1 N-HYDROXY-N' - ( 4 -METHYLPHENYL) - 4 -NITROBENZENECARBOXIMIDAMIDE/ 

CN 
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E/CN 

E8 1 N-HYDROXY-N' - (M- METHOXYPHENYL) UREA/CN 

E9 1 N - HYDROXY - N ' - (M- METHYLPHENYL) UREA/CN 

E 1 0 1 N - HYDROXY - N ' - ( M - NI TROPHENYL ) UREA/ CN 
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NE/CN 

E 1 2 1 N - HYDROXY - N ' - ( O - METHOXYPHENYL ) UREA/ CN 

=> e het0016/cn 5 

El 1 HET ACID-NEOPENTYL GLYCOL POLYMER, SRU/CN 

E2 1 HET ANHYDRIDE /CN 
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Copyright (c) 2007 The Thomson Corporation 
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Copyright (c) 2007 Elsevier B.V. All rights reserved. 
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COPYRIGHT (C) 2 007 THE THOMSON CORPORATION 

=> s " n- hydroxy- n' - (4 -butyl-2 -methylphenyl) - f ormamidine" or 

hydroxy (1) butyl (1) me thylphenyl (1) formamidine? or het0016 

L20 31 FILE MEDLINE 

L21 45 FILE BIOSIS 

L22 31 FILE EMBASE 

L23 28 FILE CAPLUS 

L24 9 FILE WPIDS 



TOTAL FOR ALL FILES 

L25 144 " N- HYDROXY- N' - ( 4 -BUTYL- 2 -METHYLPHENYL) -FORMAMIDINE" OR HYDROXY ( L 

) BUTYL (L) METHYLPHENYL (L) FORMAMIDINE? OR HET0016 



=> s 125 and 113 



L2 6 .3 FILE MEDLINE 

L27 3 FILE BIOSIS 

L2 8 3 FILE EMBASE 

L2 9- 3 FILE CAPLUS 

L3 0 1 FILE WPIDS 

TOTAL FOR ALL FILES 

L31 13 L25 AND L13 



=> fil medl, biosis , embase, caplus 

FILE 'MEDLINE' ENTERED AT 15:57:46 ON 16 AUG 2007 



FILE 'BIOSIS' ENTERED AT 15:57:46 ON 16 AUG 2007 
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Copyright (c) 2007 Elsevier B.V. All rights reserved. 
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USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



=> s 131 not 118 

L3 6 .3 FILE- MEDLINE 

L37 2 FILE BIOSIS 

L3 8 3 FILE EMBASE 

L3 9 0 FILE CAPLUS 



TOTAL FOR ALL FILES 

L4 0 8 L31 NOT L18 



09937946 
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PROCESSING COMPLETED . FOR L4 0 

L41 4 DUP REM L40 (4 DUPLICATES REMOVED) 

=> d 1-4 ibib abs 
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ACCESSION NUMBER 
DOCUMENT NUMBER: 
TITLE: 



MEDLINE on STN 
2 006684608 MEDLINE 
PubMed ID: 16570075 



DUPLICATE 1 



Full -text 



AUTHOR : 



CORPORATE SOURCE: 



CONTRACT NUMBER: 



. SOURCE : 



Protective effect of the 20-HETE inhibitor HET0016 
on brain damage after temporary focal ischemia.- 
Poloyac Samuel M; Zhang Yuqing; Bies Robert R; Kochanek 
Patrick M; Graham Steven H 

Department of Pharmaceutical Sciences, School of Pharmacy, 
University of Pittsburgh, .. Pittsburgh, Pennsylvania 15261, 
USA. . poloyac@pitt.edu 
1R01NS052 315-01 (NINDS) 
EB001975-06 (NIBIB) 

Journal of cerebral blood flow and metabolism : official 
journal of the International Society of Cerebral Blood Flow 
and Metabolism, (2006 Dec) Vol. 26, No. 12, pp. 1551-61. 
Electronic Publication: 2006-03-29. 
Journal code: 8112566. ISSN: 0271-678X. 
United States 
(COMPARATIVE STUDY) 

Journal; Article; (JOURNAL ARTICLE) 
(RESEARCH SUPPORT, N.I.H., EXTRAMURAL) 
(RESEARCH SUPPORT, NON-U. S. GOV'T) 
English 

Priority Journals 
200612 

Entered STN: 25 Nov 2 006 
Last Updated on STN: 29 Dec 2006 
Entered Medline: 28 Dec 2006 
Cytochrome P450 metabolism of arachidonic acid produces the potent 
vasoconstrictive metabolite, 20-hydroxyeicosatetraenoic acid (20-HETE) . Recent 
studies' have implicated 20-HETE as a vasoconstrictive mediator in hemorrhagic 
stroke. The. purpose of this study was to determine the effect of the 20-HETE 
inhibitor, HET0016, on lesion volume and cerebral blood flow (CBF) after 
temporary middle cerebral artery occlusion (MCAO) in rats. Plasma 
pharmacokinetics and tissue concentrations of HET0016 were determined after a 
10 mg/kg intraperitoneal dose. Separate rats were treated with HET0016 or 
vehicle before 90 mins of MCAO. Lesion volume was assessed by 2,3,5- 
triphenyl- tetrazolium-chloride and cerebral flow was determined using laser 
Doppler flow. The effect of MCAO on in vitro microsomal formation of mono- 
oxygenated arachidonic acid metabolites was also determined. Results show 
that HET0016 has a short biologic half-life, distributes into the brain, and 
is associated with a 79.6% reduction in 20-HETE concentration in the cortex. 
Lesion volume was greatly reduced in HET0016- treated ( 9 . l%+/-4 . 9%) versus 
vehicle-treated ( 57 . 4% + / - 9 . 8% ; n=6 ; P<0 . 001) rats . An attenuation of the 
observed decrease in CBF was observed in HET0016-treated (180 mins 89.2%+/- 
6.2%; 240 mins 88.1%+/-5.7% of baseline flow) versus vehicle control (180 mins 
57.6%+/-19.0%; 240 mins 53 . 8%+/ -20 . 0% of baseline flow; n=6; P<0.05). Brain 
cortical microsomal formation rate of 20-HETE was also reduced at 24 h in the 
ipsilateral hemisphere after MCAO. These data support a significant role for 
20-HETE in the pathogenesis of ischemic stroke. 
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DOCUMENT TYPE 
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PubMed ID: 12677022 

Contribution of 5-hydroxytryptaminelB receptors and 
2 0-hydroxyeiscosatetraenoic. acid to fall in cerebral 
blood flow after subarachnoid hemorrhage. 

Cambj -Sapunar Liana; Yu Ming; Harder David R; Roman Richard 
J 

Department of Physiology, Medical College of Wisconsin, 
8701 Watertown Plank Rd, Milwaukee, WI 53226, USA. 
Stroke; a journal of cerebral circulation, (2003 May) Vol. 
34, No. 5, pp. 1269-75. Electronic Publication: 
2003-04-03. 

Journal code: 0235266. E-ISSN: 1524-4628. 
United States 
(COMPARATIVE STUDY) 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals > 
200306 

Entered STN: 6 May 2003 
Last Updated on STN : 1 Jul 2003 
Entered Medline: 3 0 Jun 2 003 
BACKGROUND AND PURPOSE: This study examined the interaction between 5- 
hydroxytryptaminelB (5-HT1B) receptors and 20-hydroxyeiscosatetraenoic acid 
(20-HETE) in contributing to the acute fall in regional cerebral blood flow 
(rCBF) after subarachnoid hemorrhage (SAH) in rats. METHODS: The effects of 
intracisternal injection of 0.3 mL of arterial blood, artificial cerebrospinal 
fluid, and 5-HT on rCBF and the levels of 20-HETE and 5-HT in cerebrospinal 
fluid were measured in rats pretreated with vehicle, a 5-HT1B receptor 
antagonist (isamoltane hemif umarate) , or an inhibitor of the synthesis of 20- 
HETE ( HET0016) . The effects of HET0016 and isamoltane on the vasoconstrictor 
response and changes in [Ca2 + ] i to 5-HT were also studied in middle cerebral 
arteries and vascular smooth muscle cells isolated from these vessels. 
RESULTS: 20-HETE and 5-HT levels in cerebrospinal fluid rose from 172+/-10 to 
629+/-44 ng/mL and from 6+/-4 to 1163+/-200 nmol/mL, respectively, after SAH. 
rCBF fell by 30% 10 minutes after SAH, and it remained at this level for the 
next 2 hours. Blockade of 5-HT1B receptors prevented the sustained fall in 
rCBF seen after SAH. Intracisternal injection of 5-HT mimicked SAH by 
increasing .20-HETE levels in cerebrospinal fluid to 47S+/-94 ng/mL and 
reducing rCBF by 30%. Blockade of the synthesis of 20-HETE with HET0016 
prevented the fall in rCBF produced by 5-HT. Isamoltane and HET0016 reduced 
the vasoconstrictor response of isolated MCA to 5-HT by >60% and diminished 
the rise in [Ca2+] i produced by 5-HT in vascular smooth muscle cells isolated 
from these arteries. CONCLUSIONS: These results suggest that the release of 
5-HT after SAH activates 5-HT1B receptors and the synthesis of 20-HETE and 
that 20-HETE contributes to the acute fall in rCBF by potentiating the 
vasoconstrictor response of cerebral vessels to 5-HT. 
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2002161743 MEDLINE Full -text 
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2 0-HETE contributes to the acute fall in cerebral 
blood flow after subarachnoid hemorrhage 
in the rat . 

Kehl Franz; Cambj -Sapunar Liana; Maier Kristopher G; Miyata 
Noriyuki; Kametani Shunishi; Okamoto Hirotsugu; Hudetz 
Anthony G; Schulte Marie L; Zagorac Drazen;. Harder David R; 
Roman Richard J 

Department of Physiology, Medical College of Wisconsin, 
Milwaukee, Wisconsin 53226, USA. 
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American journal of physiology. 



Heart and circulatory 
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Journal code: 100901228. ISSN: 0363- 
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Journal ; Article ; 
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Entered STN : 15 Mar 2002 
Last Updated on STN : 10 May 2002 
Entered Medline: 9 May 2002 
This study examined the effects of blocking .the formation of 20- 
hydroxyeicosatetraenoic acid (20-HETE) on the acute fall in cerebral blood 
flow after subarachnoid hemorrhage (SAH) in the rat. In vehicle- treated rats, 
regional cerebral blood flow (rCBF) measured with laser-Doppler flowmetry fell 
by 30% 10 min after the injection of 0 . 3 ml of arterial blood into the 
cisterna magna, and it remained at this level for 2 h. Pretreatment with 
inhibitors of the formation of 20-HETE, 17 -octadecynoic acid (17-ODYA; 1.5 
nmol intrathecally) and N-hydroxy-N ' - (4 
-butyl- 2 -methylphenyl) f ormamidine 

(HET0016; 10 mg/kg iv) , reduced the initial fall in rCBF by 40%, and rCBF 
fully recovered 1 h after induction of SAH. The concentration of 20-HETE in 
the cerebrospinal fluid rose from 12 + /- 2 to 199 +/- 17 ng/ml after SAH in 
vehicle- treated rats. 20-HETE levels averaged only 15 +/- 11 and 39 +/- 13 
ng/ml in rats pretreated with 17-ODYA or HET0016, respectively. HET0016 
selectively inhibited the formation of 20-HETE in rat renal microsomes with an 
IC(50) of <15 nM and human recombinant CYP4A11, CYP4F2, and CYP4F3 enzymes 
with an IC(50) of 42, 125, and 100 nM, respectively. These results indicate 
that 20-HETE contributes to the acute fall in rCBF after SAH in rats. 
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AB This study examined the effects of blocking the formation of 20- 

hydroxyeicosatetraenoic acid (20-HETE) on the acute fall in cerebral blood 
flow after subarachnoid hemorrhage (SAH) in the rat. In vehicle- treated rats, 
regional cerebral blood flow (rCBF) measured with laser-Doppler flowmetry fell 
by 30% 10 min after the injection of 0 . 3 ml of arterial blood into the 
cisterna magna, and it remained at this level for 2 h. Pretreatment with 
inhibitors of the formation of 2 0-HETE , 17 -octadecynoic acid (17-ODYA; 1.5 
nmol intrathecally ) and N-hydroxy-N 1 - (4 
-butyl-2-methylphenyl) formamidine 

(HET0016; 10 mg/kg iv) , reduced the initial fall in rCBF by 40%, and rCBF 
fully recovered 1 h after induction of SAH. The concentration of 20-HETE in 
the cerebrospinal fluid rose from 12 ± 2 to 199 ± 17- ng/ml after SAH in 
vehicle- treated rats. 20-HETE levels averaged only 15 ± 11 and 39 ± 13 ng/ml 
in rats pretreated' with 17-ODYA or HET0016, respectively. HET0016 selectively 
inhibited the formation of 20-HETE in rat renal microsomes with an IC(50) of 
<15 nM and human recombinant CYP4A11 , CYP4F2 , and CYP4F3 enzymes with an 
IC(50) of 42, 125, and 100 nM, respectively. These results indicate that 20- 
HETE contributes to the acute fall in rCBF after SAH in rats. 
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AB A method for treating cerebral vascular diseases in a human or non-human 
animal is disclosed. The method involves inhibiting 20-HETE synthesizing 
enzyme activity sufficiently to increase or prevent a decrease in cerebral 
blood flow in the human or non-human animal. 
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AB Jeffs et. al identified a genetic locus on chromosome 5 that is linked to 

infarct size following MCAO in SHRSP rats. Contained within this QTL are the 
cytochrome P-450 4A omega -hydroxylase genes which catalyze the formation of 
the vasoconstrictor 20-HETE from arachidonic acid (AA) . Our lab has 
previously shown a role for 20-HETE in the pathogenesis of both hemorrhagic 
and ischemic models of stroke. The purpose of this study was to measure 
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cerebral vascular 20-HETE formation and CYP4A expression in SHRSP rats 
compared to stroke-resistant WKY and SHR strains. 20-HETE formation was 
quantified using triple quadrupole liquid chromatography mass spectrometry 
(LC/MS/MS) . CYP4A protein expression was analyzed by western blot. Results 
indicate 20-HETE formation is significantly elevated in SHRSP rats relative 
WKY and SHR (WKY 0.2237 +/- 0 . 03 09 " pmol/min/mg protein, n=6; SHR 0.3027 +/- 
0.0459, n=5; SHRSP 0.3854 + /- 0.0368, n=5) . Western blot analysis indicates 
significant elevation of CYP4A protein expression in SHRSP rats compared to 
WKY rats. Upregulation of cerebral vascular CYP4A expression and 20-HETE 
formation may contribute to sensitivity to cerebral ischemia in SHRSP rats. 
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0 SEA ABB = ON PLU=ON L95 NOT (L74 OR L38 OR L16) 

0 SEA ABB = ON PLU=ON L96 NOT (L75 OR L39 OR L17) 



L102 



TOTAL FOR ALL FILES 

0 SEA ABB=ON PLU=ON L97 NOT (L76 OR L4 0 OR L18) 



=> d 13 que s 
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9 10 11 12 



NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 12 

STEREO ATTRIBUTES: NONE 

L3 115 SEA FILE=REGISTRY SSS FUL LI 

100.0% PROCESSED 187 ITERATIONS 115 ANSWERS 

SEARCH TIME: 00.00.01 
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